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Abstract: The anti-ulcer activity of the oil and mucilage obtained from flaxseed (Linum usitatissimum) was evaluated in a rat 
model of ethanol-induced gastric ulcer. Our results show that pretreatment of rats with flaxseed oil and flaxseed mucilage 
significantly reduced the number and length of gastric ulcers induced by ethanol. Flaxseed oil was more effective than 
flaxseed mucilage in reducing the number of ulcers. The reduction in ulcer severity (cumulative length in mm) provided by an 
oral dose of flaxseed oil (5 ml/kg) was more prominent than that obtained by ranitidine (50 mg/kg).  This study indicates that 
both flaxseed oil and flaxseed mucilage can provide a cytoprotective effect against ethanol-induced gastric ulcers in rats. 
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Introduction 
Ethanol is a well known cause of gastric mucosal 
damage, but its pathogenetic mechanisms are not 
well understood. The oxygen-derived free radicals 
generated by ethanol may be responsible for the 
induction of gastric damage [1,2]. Free radicals are 
extremely reactive products leading to oxidative 
damage through lipid peroxidation [3,4].  
Plant extracts and herbs are recognized as 
sources of natural antioxidants that can protect 
against oxidative stress and thus can play an 
important role in the chemoprevention of diseases 
resulting from lipid peroxidation [5]. Several plant 
extracts that have traditionally been used to treat 
gastric ulcers have also been tested for their 
cytoprotective effects in experimental animals. 
These include Zingiber officinalis [6], Glycyrrhiza 
globra [7], Curcuma lunga [8], Brassica oleracea [9],
Matricaria chamomilla, Matrcaria recutita [10],
Althaea officinalis [11], Punica garanatum and
Trigonella foecum [12].
Flaxseed, also known as linseed, is derived from 
the flax plant (Linum usitatissimum), of the family 
Linaceae, which is cultivated worldwide for its fiber 
and oil. Flaxseed contains 6% mucilage or soluble 
fibers, insoluble fibers 18%, 25% proteins, and 30-
40% oil, with alpha-linolenic acid (ALA) making up 
about 50-60% of the total fatty acids [13]. ALA is a 
precursor of omega-3 fatty acids, which makes 
flaxseed the leading source of plant-derived omega-
3 [14]. Several experimental and clinical studies 
have demonstrated that ALA reduces total 
cholesterol [15], coronary heart diseases [16] and 
colon cancer [17]. The lignan constituents of 
flaxseed (but not its oil) possesses in vitro anti-
oxidant and possible estrogen receptor 
agonist/antagonist properties, prompting hypotheses 
on its utility in the treatment of breast cancer [18], 
prostate cancer [19], inflammatory bowel disease 
[20], lupus nephritis [21], and type 2 diabetes [22]. 
There are only few studies on the health benefits of 
flaxseed mucilage, such as reduction of total 
cholesterol [14] and blood glucose levels [23]. 
Natural compounds rich in omega-3 (a known 
antioxidant) are being tested in animal models of 
gastric ulcers. Al Harbi et al [24] demonstrated that 
fish oil produced a significant inhibition of gastric 
mucosal damage induced by pyloric ligation, non-
steroidal anti-inflammatory drugs (NSAIDs), 
reserpine, ethanol and hypothermic restraint in rats.  
From these observations we hypothesized that the 
flaxseed plant may provide protection against 
experimentally-induced gastric ulcers in rats. To 
achieve this objective, we studied the effects of both 
flaxseed oil and mucilage on ethanol-induced gastric 
ulcers in rats. 
Materials and methods 
Plant material: Flaxseed (Linum usitatissimum)
was obtained from a farm in the region of Misrata, 
east of Tripoli. 
Preparation of flaxseed extracts 
Preparation of flaxseed oil: One kilogram of 
powdered flaxseeds was macerated in a 1:1 mixture 
of petroleum ether and ethyl acetate for 24 h. After 
filtration, the filtrate was concentrated in a rotary 
evaporator under reduced pressure. About 450 ml of 
oil was obtained. 
Preparation of flaxseed mucilage: One kilogram 
of flaxseed was milled and placed in 1 L of distilled 
water for 24 h. The mucilage was obtained by 
filtration of the supernatant followed by evaporation 
of excess water in a rotary evaporator. 
Preparation of drug solutions: Ranitidine 
hydrochloride (Sigma chemicals Co, Germany) was 
dissolved in distilled water at 5.0%, ethanol 
(Farmitalia, Carlo Erba, Italy) was diluted with 
distilled water to obtain 75% solution. 
Animals: Male Wistar rats ( bred at the Animal 
Care Unit, Department of Pharmacology and Clinical 
Pharmacy, Al-Fateh University for Medical Sciences) 
weighing 165-250 g were used in the study. They 
were housed in an ambient temperature of 23°C with 
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a 12-h light-dark cycle. Animals were fed a balanced 
diet and given free access to water. All animals were 
fasted 36 h before starting the experiments. The 
study was approved by the faculty and the 
experiments were done according to the ethics 
guidelines of Al-Fateh University for Medical 
Sciences. 
Experimental Design
Effects of flaxseed oil on ethanol-induced 
gastric ulcer
Animals were randomly divided into 5 groups of 6 
rats. Three treatment groups received 2.5, 5.0 and 
10.0 ml/kg of flaxseed oil (FSO) by gastric gavage, 
respectively. The negative control group was given 
5.0 ml/kg of corn oil, and the positive control group 
received 50 mg/kg of ranitidine hydrochloride. Thirty 
minutes later, all animals were given 1.0 ml of 75% 
(v/v) ethanol orally to induce gastric ulcers. 
One hour following ethanol administration, all rats 
were killed by an overdose of ether and the 
stomachs were rapidly removed, opened along their 
greater curvature, rinsed with warm distilled water, 
pinned flat on a paraffin plate, and fixed in 10% 
formalin for 24 h. The stomachs were then examined 
for the number of ulcers and the length of ulcers (in 
mm) was measured with a ruler under an illuminated 
magnifier (3X). 
Effects of flaxseed mucilage on ethanol-
induced gastric ulcer 
Animals were randomly divided into 4 groups of 5 
rats. Two treatment groups received 10.0 and 20.0 
ml/kg of flaxseed mucilage (FSM) by gastric gavage, 
respectively. The negative control group was given 
5.0 ml/kg distilled water and the positive control 
group was given 50 mg/kg ranitidine hydrochloride. 
After 30 min, all animals were given 1.0 ml of 75% 
(v/v) ethanol orally to induce gastric ulcers. 
One hour following ethanol administration, all rats 
were killed by an overdose of ether and the numbers 
and lengths of ulcers were determined as described 
above.
Statistical analysis:
Data were analyzed with the unpaired student’s t-
test (two sample equal variance) by using SPSS 
11.0. P values <0.05 were considered significant. 
Results are presented as mean + SEM.  
Results
Effects of flaxseed oil on ethanol-induced 
gastric ulcer
Pre-treatment with FSO significantly reduced in a 
dose-dependent manner the number of ulcers and 
the cumulative length (severity) of the ulcers induced 
by ethanol (Fig. 1). FSO at a dose of 5.0 ml/kg was 
the most effective in reducing the number (p < 
0.001) and length of ulcers (p <0.001) relative to 
control animals pre-treated with an equivalent 
amount of corn oil. Noteworthy, FSO at 10.0 ml/kg 
was less protective than at 5.0 ml/kg. At 5.0 ml/kg, it 
was more potent than ranitidine (positive control) in 
reducing the length of gastric ulcers. Representative 
stomachs of rats pretreated with corn oil, ranitidine 
and different doses of FSO are shown in figure 3. 
Effect of flaxseed mucilage on ethanol-induced 
gastric ulcers 
Flaxseed mucilage at the lower dose of 10 ml/kg 
significantly reduced the number and length of 
gastric ulcers induced by ethanol (p<0.05) (Fig. 2). 
The reduction of ulcer length by 10.0 ml/kg FSM was 
about half the reduction obtained by 50 mg/kg 
ranitidine. At a higher dose of 20.0 ml/kg, FSM 
significantly reduced the length but not the number 
of ethanol-induced ulcers (p<0.001). Representative 
stomachs of rats treated with distilled water, 
ranitidine and different doses of FSM are shown in 
figure 4.
Figure 1: Effect of Linum usitatissimum seed oil on ethanol-
induced gastric ulcer. Data are expressed as means + SEM (n=5-
6). *P<0.05; **p<0.01; ***p<0.001 versus control (corn oil 
+ethanol). FSO = flaxseed oil; EtOH = ethanol. 
 
Figure 2: Effect of linum usitatissimum seed mucilage on ethanol-
induced gastric ulcer. Data are expressed as means + SEM (n=5-
6). *P<0.05; ***p<0.001 versus control (corn oil +ethanol). FSM 
= flaxseed mucilage. EtOH = ethanol. 
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Figure 3. Representative stomachs showing the effects of 
pretreatment with flaxseed oil on ethanol-induced gastric lesions 
in rats. The top part in each stomach represents the f while the 
bottom is the corpus, (yellow arrows indicate gastric lesions). 
 
Figure 4. Representative stomachs showing the effects of 
pretreatment with flaxseed mucilage on ethanol-induced gastric 
lesions in rats. The top part in each stomach represents the 
forestomach while the bottom is the corpus, (yellow arrows 
indicate gastric lesions). 
Discussion
The results of this preliminary study clearly demonstrate 
that pretreatment of rats with flaxseed oil and mucilage 
protects the gastric mucosa against ethanol-induced 
gastric ulcer. The ethanol-induced gastric ulcer model is 
mainly used to study the protective effects of substances 
with possible antioxidant and free radical scavenging 
properties [10]. 
 
Despite the extensive research carried on the effects of 
FSO in the prevention and treatment of several 
pathological conditions, including reduction of cholesterol, 
and prevention of cancer and diabetes, it has not been 
studied in the context of gastrointestinal diseases, 
particularly peptic ulcer. 
 
Studies have shown that free-radical scavengers, such 
as vitamin E, vitamin A, and plant extracts from Falcaria 
vulgaris, Shankha bhasma, Kielmeyera coriacea, Ginkgo 
biloba, and Nigella sativa L, provide protective effects 
against experimentally induced gastric lesions [25-29]. 
Administration of fish oil, which is  known to contain half 
the quantity of omega-3 compared with flaxseed oil, was 
found to significantly protect against ethanol-induced 
gastric ulcers in rats at doses of 5 and 10 ml/kg body 
weight [24].   
 
Our results show that flaxseed oil provided protection 
against ethanol-induced gastric ulcers in rats. The 
reduction in ulcer length by 5.0 ml/kg FSO was 
significantly greater than that obtained with 50 mg/kg of 
the standard drug ranitidine.  
 
The mucilage obtained from flaxseed also produced a 
significant reduction in the severity of ulcer pathology 
(ulcer length) and to a lesser extent in its incidence (ulcer 
number).  
 
In conclusion, this study provides clear evidence that 
the products of flaxseed (oil and mucilage) have 
gastroprotective effect against ethanol-induced gastric 
ulcers. Further studies are needed to explore the effects of 
the chronic administration of FSO and FSM in the ethanol 
model of gastric ulcer and in other models, such as 
nonsteroidal anti-inflammatory drug-induced ulcers, 
pyloric ligation, and stress-induced gastric ulcers. 
Moreover, the effects of flaxseed oil and mucilage on 
mucus production and gastric acid secretion will be tested 
in an attempt to explore the possible mechanisms of their 
antiulcer effects. 
 
References
1.Pihan G, Regillo C, Szabo S. Free radicals and lipid 
peroxidation in ethanol-and aspirin-induced gastric mucosal 
injury. Dig Dis Sci  1987; 32:1395-1401. 
2.Szelenyi I, Brune K. Possible role of oxygen free radicals in 
ethanol-induced gastric mucosal damage in rats. Dig Dis Sci 1988; 
33:865-871.  
3.Yoshikawa T, Ueda S, Naito Y, et al. Role of oxygen-derived 
free radicals in gastric mucosal injury induced by ischemia or 
ischemia reperfusion in rats. Free Radical Research 
Communication 1989; 7:285-291.  
4.Bagchi D, Carryl O, Tran M, et al. Stress, diet and alcohol-
induced oxidative gastrointestinal mucosal injury in rats and 
protection by bismuth subsalicylate. J Applied toxicol 1998; 18 
[Suppl 1]:3-13. 
5.Nakatani N. Phenolic antioxidants from herbs and spices. 
Biofactors 2000; 13 (Suppl1-4):141-146. 
6.Laakshmayya B,  Kumar P, Mahurkar N,  Setty S. 
Pharmacological Screening of Root of Operculina turpethum and 
its Formulations Acta Pharmaceutica Sciencia 2006; 48:11-17. 
7.Dehpour A, Zolfaghari ME, Samadian T, Vahedi Y. The 
protective effect of liquorice components and their derivatives 
Page 168www.ljm.org.ly    Original Article  
Libyan J Med, AOP: 080612
against gastric ulcer induced by aspirin in rats.  J Pharm 
Pharmacol 1994 ; 46:148-149. 
8.Rafatullah S, Tariq M, Al-Yahya MA, Mossa JS, Ageel AM. 
Evaluation of turmeric (Curcuma longa) for gastric and duodenal 
antiulcer activity in rats. J Ethnopharmacol 1990; 29:25-34.  
9.Akhtar M, Munir M. Evaluation of the gastric antiulcerogenic 
effects of Solanum nigrum, Brassica oleracea and Ocimum 
basilicum in rats. J Ethnopharmacol 1989; 27:163-176.               
10. Repetto M, Llesuy S. Antioxidant properties of natural 
compounds used in popular medicine for gastric ulcers. Braz J 
Med Biol Res  2002; 35:523-534. 
11. Khayyal M, El-Ghazaly M, Kenway S. Antiulcerogenic effect 
of some gastrointestinal acting plant extracts and their 
combination. Arzeimittel-Forschung  2001; 51:545-553. 
12. ElBishti W, Dugani A, Giuranzi A. Evaluation of anti-ulcer 
activity of Punica garanatum Linn and Trigonella foecum-graecum 
seeds against stress and aspirin-induced gastric ulcer in rats. 
Jamahiriya Medical Journal 2003; 2:43-46. 
13. Trease G and Evans W. Drugs of biological origin. In: 
Trease and Evans, 11th ed. Bailliere Tindall. London 1980; pp 
319-320, 741. 
14. Cunnane SC, Ganguli S, Menard C, et al. High  -linolenic 
acid flaxseed (Linum usitatissimum): some nutritional properties 
in humans. Br J Nutr 1993; 49:443-453. 
15. Prasad,K, Mantha S, Muir A, Westcott N . Reduction of 
hypercholesterolemic atherosclerosis by CDC-flaxseed with very 
low alpha-linolenic acid. Atherosclerosis 1998; 136:367-375. 
16. Zhao G, Etherton TD, Martin KR, West S, Gillies P, Kris-
Etherton P. Dietary alpha-linolenic acid reduces inflammatory and 
lipid cardiovascular risk factors in hypercholestrolemic men and 
women. J Nutr 2004; 134:2991-2997.             
17. Dwivedi C, Natarajan K, Matthees D. Chemopreventive 
effects of dietary flaxseed oil on colon tumor development.  Nutr 
Cancer 2005; 51:52-58. 
18. Wang L, Chen J, Thompson L. The inhibitory effect of 
flaxseed on the growth and metastasis of estrogen receptor 
negative human breast cancer xenograftsis attributed to both its 
lignan and oil components. Int J Cancer 2005; 116:793-798.    
19. Demark-Wahnefried W, Price D, Polascik T, Robertson C, 
Anderson E, Paulson D, et al.  Pilot study of dietary fat restriction 
and flaxseed supplementation in men with prostate cancer before 
surgery: exploring the effects on hormonal levels, prostate-
specific antigen, and histopathologic features. Urology 2001; 
58:47-52. 
20. Belluzzi A, Boschi S, Bringola C, Munarini A, Cariani C, 
Miglio F. Polyunsaturated fatty acids and inflammatory bowel 
disease. Am J Clin Nutr  2000; 71[Suppl]:339S-342S. 
21. Clark W, Kortas C, Heidenheim A, Garland J, Spanner E, 
Parbtani A. Flaxseed in lupus nephritis: a two year non-placebo- 
controlled crossover study. J Am Coll Nutr  2001; 20 [Suppl2]: 
143-148. 
22. Prasad K. Secoisolariciresinol diglucoside from flaxseed delays 
the development of type 2 diabetes in Zucker rat. J Lab Clin Med  
2001; 138:32-39. 
23. Prasad K Oxidative stress as a mechanisms of diabetes in 
diabetic BBd prone rats: Effect of secoisolariciresinol diglucoside 
(SDG) isolated from flaxseed. Mol Cell Biochem.2000; 209:89-96. 
24. Al-Harbi M, Islam M, Al-Shabanah O, Al-Gharably N. Effect 
of acute administration of fish oil (omega-3 marine triglyceride) 
on gastric ulceration and secretion induced by various ulcerogenic 
and necrotizing agents in rats. Food Chem Toxicol 1995; 33:553-
558. 
25. Al Nafeeza M, Fauzee A, Kamsiah J, Gapor M. Comparative 
effects of a tocopherol-rich fraction and tocopherol in aspirin-
induced gastric lesions in rats. Asia Pacific J Clin Nutr 2002; 
11:309-313. 
26. Pandit S, Sur T, Jana U, Bhattacharyya D, Debnath P. Anti-
ulcer effect of Shankha bhasma in rats: a preliminary study. 
Indian J Pharmacology 2000; 32:378-380.27. Goulart Y, Sela V, 
Obici S, et al. Evaluation of gastric anti-ulcer activity in 
hydroethanolic extract from Kielmeyera coriacea. Braz Arch Biol 
Technol  2005; 48:211-216. 
28. Chen S, Liang Y, Chao J, et al.  Protective effects of Ginkgo 
biloba extract on ethanol-induced gastric ulcer in rats. World J 
Gastroenterol 2005; 11:3746-50. 
29. Rajkapoor R, Anandan R and Jayakar B. Anti-ulcer effect of 
Nigella sativa Linn against gastric ulcers in rats. Current Science 
2002; 82:177-179. 
Page 169